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ARE RESEARCH ETHICS BAD
FOR OUR MENTAL HEALTH?

ATIENTS with mental illness are much better

off now than they were only a few decades ago.
Diagnostic methods are more reliable, and treat-
ments are more effective. Only a minority of psychi-
atric patients require long-term hospitalization, and
the practice of psychiatry is now more like the prac-
tice of other medical specialties. At the same time,
the prevalence of psychiatric disease is more clearly
recognized. Five of the world’s 10 leading causes of
disability are psychiatric: depression, alcohol abuse,
bipolar mood disorder, schizophrenia, and obses-
sive—compulsive disorder.! Each of these disorders
has important genetic determinants and biologic cor-
relates. In the past 40 years, specific effective treat-
ments for each have replaced nonspecific concern and
support.? We have developed pharmacologic agents
for depression, mania, psychosis, obsessions, and pan-
ic, as well as agents that block the craving for drugs
of abuse, calm hyperactive children, and slow the
progress of Alzheimer’s dementia, We have also de-
veloped psychological treatments for depression and
methods of psychosocial management for patients
with schizophrenia. This progress has been based on
the immense growth of both basic and clinical psy-
chiatric research. By 1995, academic departments of
psychiatry were second only to departments of med-
icine in terms of funding for research.?

However, there has been concern about the ethi-
cal aspects of psychiatric research. Are mentally ill
subjects especially vulnerable to exploitation? Are
they competent to give informed consent? Are psy-
chiatric research methods particularly dangerous? Are
special procedures or regulations needed for such re-
search? There have been attacks and defenses of psy-
chiatric research in the courts, in the media, and in
statements made by groups that advocate for the
rights of the mentally ill.

Perhaps the most vexing ethical problem has con-
cerned mentally ill patients who have a diminished
capacity to consent to participate in research. The
Nuremberg Code, formulated in 1947 as a result of
the trial of Nazi physicians who had experimented
on unwilling subjects, stated that “the voluntary
consent of the human subject is absolutely essen-
tial.”* Henry Beecher, a pioncer of research ethics,
wrote in 1959 that this principle would “effectively
cripple if not eliminate most research in the field of
mental disease.” Society has struggled with this eth-
ical dilemma ever since. There is agreement that re-
search on human subjects requires informed consent
but that, at the same time, we must learn as much as

possible in order to improve the care of those who
suffer from discases that impair their capacity to pro-
vide informed consent. How do we proceed when
these goals are in conflict, when conducting research
on those who cannot themselves consent to partici-
pate in it is the route to improving their care?

In 1964, the Declaration of Helsinki softened the
absolute ban of the Nuremberg Code by allowing
the legal guardians of incompetent persons to pro-
vide consent on their behalf] at least for “therapeu-
tic” research.’ In 1974, the National Commission
for the Protection of Human Subjects of Biomedical
and Behavioral Research, which was created after the
revelation of the exploitation of subjects in the Tuske-
gee study of syphilis, discussed the special problem
of the use of vulnerable groups as research subjects.
Its recommendations moved beyond both the Nurem-
berg Code and the Declaration of Helsinki. The com-
mission argued that “prohibiting such research might
harm the class of mentally infirm persons as a whole
by depriving them of benefits they could have re-
ceived if the research had proceeded.””

The commission suggested special regulations to
govern research on “persons institutionalized as men-
tally infirm,” but these regulations were viewed as
overly burdensome and were never adopted. How-
ever, the commission’s general comments paved the
way for the so-called common rule. This is an exec-
utive order, first proposed in 1986 and issued in
1991, that governs the basic structure of regulations
for research on human subjects conducted by the
federal government or in facilities receiving federal
funds.? The common rule recognizes the special prob-
lems of “vulnerable populations,” including the men-
tally disabled. It requires that institutional review
boards (IRBs) include additional safeguards to pro-
tect the rights of such groups® but provides no spe-
cific guidelines as to how IRBs should do so.

The National Bioethics Advisory Comumission
(NBAC) is the latest federal panel to address the is-
sue. Its 17 members were appointed by President
Bill Clinton in 1995 to advise the government on bi-
octhical issues, and especially to “consider the prob-
lem of the rights and welfare of human research sub-
jects.” Its report was released in 1998.1¢

The NBAC reviewed judicial and public concerns
about research on the mentally ill, including a 1992
lawsuit against the University of California at Los
Angeles alleging that a research protocol involving a
drug “washout” aggravated a patient’s schizophrenic
illness and led to his suicide.! (The university won
in court, but its procedures were subsequently crit-
icized by the Office for Protection from Research
Risks of the National Institutes of Health, The pa-
tient’s family has not permitted disclosure of the clin- -
ical data)) The NBAC also reviewed the series of ju-
dicial decisions in New York State that challenged
regulations governing participation in rescarch by
persons who lack the capacity to give informed con-
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sent,'? and it reviewed media exposés (such as a re-
cent series of articles in the Boston Globe'®). The
commission concluded that there were three justifi-
cations for its work: first, the perceived regulatory
gap since the rejection of the recommendations of
the earlier commission (although it did not find ev-
idence that the current regulations governing IRBs
are not effective); second, the apparently inadequate
protection of human subjects in some cases (al-
though the NBAC did not itself investigate such cas-
es and did not find evidence of a “broken system™);
and finally, the need to ensure public confidence in
the research enterprise.

The ethical problems of research on the mentally
ill seem somewhat different today from the way they
did in the 1970s. The proposals rejected at that time
referred to “persons institutionalized as mentally in-
firm,” but today, clinical psychiatric research is per-
formed largely in the outpatient setting. In the past,
mentally ill persons were often viewed as broadly in-
competent. Because of that view, their civil liberties
were curtailed, and invelunrary trearment was com-
mon. Today, there are few patients who are hospital-
ized against their will. Even those who are retain
their rights, including their right to refuse treatment.
Empirical studies suggest that impaired decision-mak-
ing capacity may be less common among psychiatric
patents (it is estumated to be present in about 52
percent of hospitalized patients with schizophrenia)
and more common among those with serious med-
ical illnesses (about 12 percent) than previously be-
lieved.'*'® For example, a survey of padents with
medical disorders found that 6 percent of those who
believed they had never participated in medical re-
search had actually done so, and 7 percent of those
who had participated in research did not understand
that they had the right to withdraw from it.1®

The NBAC considered some of these changes, but
nevertheless made the fundamental and highly con-
troversial decision to focus its report on persons with
mental disorders that may affect the capacity to make
decisions rather than on all potential research subjects
with actual or probable impaired capacity. In my view,
this focus reflects the persistence of outmoded stereo-
types. Psychiatric patients and psychiatric research are
fundamentally similar ro medical patients and medical
research, respectively, and psychiatric patients should
have the same rights, governed by the same safeguards
and regulations, as those of medical patients. Regula-
tions should be based on funcrional characteristics
such as decision-making capacity rather than on di-
agnostic categories, particularly categories, such as
mental illness, that have been subject to stigma.

The traditional definition of the capacity to con-
sent to research requires that the subject understand
the difference between treatment and research, the
nature of the research being conducted, its risks and
benefits, available alternatives, and the fact that he or
she is making a decision and that the decision can
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be changed. The subject must not be swayed by a
pathologic affective state, a faise belief, or a depend-
ent relarionship that might interfere with the decision
or with his or her autonomy and must be capable of
making a stable, reasoned choice and communicat-
ing it. The NBAC agrees with this definition. Its most
controversial recommendations concern the process
of assessing the capacity to consent to research, the
arrangements for surrogate decision making if this
capacity is impaired, and the evaluation of the risks
and benefits of research.

Currently, the capacity to consent to research is
assessed in much the same way as the more familiar
capacity to consent to treatment — that is, by the
health care professionals and care givers who are
closest to the patient. The NBAC would change this
approach for all research involving more than mini-
mal risk, The category of “more than minimal risk”
is quite broad. It includes, for example, noninvasive
magnetic resonance imaging ( MRI) of the brain {be-
cause the noise, confinement, and apparatus could
be distressing to a subject) or explicit questions about
sexual preferences {which might upset a subject}. Such
research would require an assessment by an “inde-
pendent qualified professional”; even the treating cli-
nician would be disqualified from judging the capac-
ity to consent to research if he or she were either
partictparing in the research or employed by the in-
stitution conducting it. The NBAC considers the
present system for evaluating a patient’s capacity to
consent to dangerous treatment inadequate even to
assess the capacity to consent to MRI for rescarch
purposes. A similar proposal to use independent mon-
itors of consent was a major factor in the rejection
of the 1978 recommendations. Many psychiatric re-
searchers consider these recommended procedures
expensive, cumbersome, and clinically insensitive to
the experience of impaired subjects, and some pa-
tient advocates fear that the implied mistrust of care
givers may have a negative effect on the doctor-
patient relationship.

For subjects found to have an impaired capacity to
make decisions, the NBAC recommended acceptance
of surrogate consent by legally authorized represen-
tatives, but with strict limits on their authority. Sur-
rogate consent for research involving more than min-
imal risk (again, this includes brain imaging) would
require approval of the protocol by a federal review
panel, not just the IRB. This represents an extraordi-
nary shift of authority from the community in which
the research is being conducted to a central body dis-
tant from both the subjects and the researchers.

There are two problems with this suggestion. The
first concerns what might seem to be a detail but
turns out to be crucial. Similar regularions concerri-
ing children specify three levels of risk: “minimal
risk,” “minor increase over minimal risk,” and “great-
er than minor increase over minimal risk.” The mid-
dle category allows flexibility; there might not be
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the same concern about an MRI or probing ques-
tions about sexual behavior (examples of a minor in-
crease over minimal risk) that there would be about
a muscle biopsy (an example of a greater than minor
increase). The requirement that a federal panel re-
view research involving only a minor increase over
minimal risk will be a serious barrier to research that
has been free of ethical difficulties, such as studies of
psychosocial interventions designed to reduce high-
risk sexual behavior in psychotic patients or to de-
termine the value of brain imaging in elucidating the
mechanism of action of psychotropic drugs.

The second problem relates to the NBAC’s view
not only that mental patients and psychiatric research-
ers are different from medical patients and medical
researchers, but also that psychiatric research meth-
ods themselves entail special risks. The commission
cites three such methods: challenge studies (such as
the administration of ketamine, which causes tran-
sient increases in psychotic symptoms, to patients
with schizophrenia), drug washouts or holidays (pe-
riods when drugs are withdrawn), and studies in
which some patients receive placebos. The NBAC
ignored the extensive literature on the actual risks of
these research strategies (although in the week be-
fore its report was released to the public, the com-
mission added a recommendation that the Institute
of Medicine study the issue), but it nevertheless con-
cluded that they “require special attention.” Yet car-
diac stress tests and glucose-tolerance tests are also
challenge studies, drug-withdrawal strategies are com-
monly used in nonpsychiatric pharmacologic research,
and placebo studies are often required by the Food
and Drug Administration for drug approval. The
risks of research may be small or large and it may be
difficult to evaluate them, but there is nothing spe-
cial about the evaluation of risk in psychiatric research
as compared with other types of medical research.

The NBAC has made some excellent suggestions.
One is that a federal panel collect data on the risks
of various rescarch interventions and the views of po-
tential subjects. This will allow future guidelines to be
based on facts rather than speculation and impres-
sions. Another good suggestion is that funds be pro-
vided to cover the additional expenditures that the
commission’s recommendations would require. Odd-
ly, the commission ignores the pracrical and ethical
questions of who should provide these funds and what
might have to be given up to make them available.
Many psychiatrists and advocates for the mentally ill
fear that the most likely result of adopting this recom-
mendation will be a reduction in psychiatric research.

Finally, the NBAC suggests thar IRBs that consid-
er proposals involving persons with mental disorders
should include members who represent the interests
of the group being studied. This is a good principle.
Unfortunately, it was not followed in the creation of
the NBAC itself. Its 17 members include ethicists,
scientists, physicians, patient advocates, and even an

executive of a pharmaceutical company, but neither
clinicians nor researchers in the fields of psychiatry or
neurology. The New York!” and Maryland"® working
groups that were studying the same issucs at the
same time made far less intrusive recommendations;
each working group included at least 4 psychiatrists
among its 13 or 17 members. The participation of
psychiatrists might have ensured that the NBAC had
a fuller understanding of contemporary psychiatric
practice and research. Herbert Pardes, the psychia-
trist who was chairman of the New York working
group, has stated that as they stand, the NBAC rec-
ommendations would “set us back twenty years.”"

The NBAC saw the absence of special guidelines
for research involving mentally ill persons with im-
paired decision-making capacity as a “regulatory vac-
uum” and rushed to fill it. The absence of special
regulations, however, does not necessarily define a
vacuum, and providing additional regulations is not
the best solution to all problems. The NBAC recog-
nized that “unless individual investigators understand
their ethical responsibilities no regulatory system will
function properly” and quoted Henry Beecher, who
observed that for human research subjects, “there is
the more reliable safeguard provided by the presence
of an intelligent, informed, conscientious, compas-
sionate, responsible investigator.”*® One danger of
excessive regulations is that they can actually under-
mine researchers’ sense of moral responsibility as their
atrention shifts from their obligation to research sub-
jects to their compliance with the regulations.

The NBAC also justified its efforts by alluding to
cases in which the protection of research subjects ap-
peared to be inadequate. This is, of course, the most
important justificaton; if protection has been inad-
equate in some cases, this problem should receive
the highest prioritv. However, the commission did
not determine whether research subjects have had
inadequate protection. It would have been wise to
find out how the current system is working and
what problems exist before recommending new reg-
ulations to correct them — that is, to establish a di-
agnosis before prescribing a treatment.

Finally, the commission wanted to enhance public
confidence in the psychiatric research enterprise. Sin-
gling out research on the mentally ill for special reg-
ulatory oversight, particularly in the context of media
attention to unevaluated and unconfirmed allegations
of abuse, is not likely to enhance public confidence.

Mentally ill persons with impaired decision-mak-
ing capacity do not have onec problem in regard to
rescarch ethics; they have two. The focus of the
NBAC report is that the inability of such persons to
provide full informed consent may leave them wvul-
nerable to exploitation. The greater problem is that
too little research is conducted on their behalf. Psy-
chiatric research is burdened by a long history of
public fear of mental illness, prejudice against the
mentally ill, and distrust of those who treat or study
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them. The methodologic problems of studying the
brain and behavior and the clinical burdens of work-
ing with psychiatric patients have contributed to this
problem in the past but arc abating at present. It
would be unfortunate if the NBAC’s attempts to ad-
dress the problem of impaired capacity not only were
incomplete and ineffective but also had the unin-
tended effect of impeding research on mental illness.
If the mentally ill are different in a way that raises
questions about their civil liberties and prevents
them from participating in research, and if psychiat-
ric research is dangerous and researchers are not to
be trusted, the strategy recommended by the NBAC
has merit. On the other hand, if persons with psy-
chiatric disorders are as able and entitled as those
without such disorders to take part in and benefit
from research, if creative researchers can design valu-
able, yet safe studies, if clinicians and researchers reg-
ularly place their research subjects’ interests first,
and if the public, patients, ethicists, researchers, and
clinicians all share a common goal, then it is time to
expand the dialogue and collect data about the
strengths and weaknesses of the current system. We
should search for sclutions that will protect all per-
sons who have impaired decision-making capacity
without further stigmatizing the mentally ill, under-
mining the research agenda for mental illness, or di-
luting the moral responsibility of researchers,

RoBERT MICHELS, M.D.

Cornell University Medical Coilege
New York, NY 10021
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ETHICAL AND HUMAN-RIGHTS ISSUES
IN RESEARCH ON MENTAL DISORDERS
THAT MAY AFFECT DECISION-MAKING
CAPACITY

OR rescarch with human subjects, the more
things change, the more they remain the same.
In the 50-odd vears since the 10 principles of the
Nuremberg Code were set forth by the U.S. judges

- who convicted the Nazi concentration-camp physi-

cians of crimes against humanity, the tensions inher-
ent in using human beings as a means to advance
biomedical knowledge have surfaced repeatedly. Ever
more detailed codes and regulations from govern-
ments as well as professional bodies, such as the
World Medical Association in its oft-revised Decla-
ration of Helsinki,! have not put the subject to rest.
Indeed, the lesson of the past halftcentury is that
suffering, death, and violation of human rights can
arise not only when dictators give inhumane scien-
tists free rein to treat human beings as guinea pigs,>3
but also when well-meaning physicians conduct re-
search in a free and enlightened society.* ¢

The most recent evidence of this phenomenon
can be seen in two sets of problems: those associated
with local supervision of research with human sub-
jects in general and those that arise in psychiatric re-
search, particularly that involving children and pa-
tients who are unable to make informed, voluntary
decisions about their participation in such research.
The two types of problems have come together in a
number of instances, as investigators and institutions
conducting research on mental disorders have been

“found by courts and federal bureaus, such as the Of

fice for Protection from Research Risks at the Na-
tional Institutes of Health, to have violated applica-
ble statutes and regulations.

In a series of reports released in June 1998, the in-
spector general of the Department of Health and
Human Services concluded thar reforms were need-
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